. IGFs stimulate proliferation of many tissues and cell types, both in vivo and in vitro, and may be important autocrine-paracrine factors involved in normal and malignant cellular proliferation (LeRoith et al. 1992) .
A recently recognized class of proteins with high affinity for the IGFs, the IGF binding proteins (IGFBPs), has been shown to modulate the proliferative and mitogenic effects of IGFs (Baxter & Martin 1989 , Rosenfeld et al. 1990 , Cohen et al. 1991a , LeRoith et al. 1992 ). The molecular mechanisms involved in the interaction of the IGFBPs with the IGFs and their receptors remain unclear, but these molecules appear to regulate the availability of free IGFs for interaction with IGF receptors (Rosenfeld et al. 1990 , LeRoith et al. 1992 ). The human IGFBP (hIGFBP) family consists of at least six proteins (Ballard et al. 1992 (Cohen et al. 1991a , Gallaher et al. 1992 . In plasma, IGFBP-3 is the major IGFBP, and is found as part of a 150 kD complex which also includes an acid labile subunit and an IGF molecule (Baxter & Martin 1989) .
Recently, it has been demonstrated that serum levels of intact IGFBP-3 are regulated by the actions of specific proteases that have not yet been chemically identified. Such proteases have been described in human and rodent pregnancy serum (Davenport et al. 1990, Fielder et (Peehl 1992) . The epithelial nature of the selected cells was verified by immuno¬ cytochemical staining for keratin, prostatic acid phos¬ phatase and prostate specific antigen. Primary cultures of epithelial cells were maintained in basal medium PFMR-4A (prepared in our laboratory from materials purchased from Sigma, St Louis, MO, USA), supple¬ mented with phosphoethanolamine (0-1 mM), cholera toxin (10 ng/ml), selenium (3 x 10 8 m), epidermal growth factor (10 ng/ml), hydrocortisone (1 pg/ml), bovine pituitary extract (10 pg/ml), gentamicin (100 pg/ ml), alpha-tocopherol (2-3><10_6m), retinoic acid (3x10_11m) and, unless otherwise specified, insulin (4 pg/ml) all purchased from Sigma, St Louis, MO Sulforhodamine assay (Skehan et al. 1990 ). Conditioned media was saved and used for WLB and protease assays.
Experiments were done in six replicates and were repeated 3 times.
IGFBP-3 radioimmunoassay
The RIA for IGFBP-3 was performed as previously described, using the highly specific polyclonal antibody aIGFBP-3gl, (which recognizes human IGFBP-3 and its fragments), and a radiolabel which was prepared by cross-linking 125I-IGF-I to glycosylated hIGFBP-3, fol¬ lowed by purification on a G75 acidic column (Sigma; Gargosky et al. 1992 Fig. 5 shows that while IGFBP-3 alone had no effect on PC-growth (102% of baseline), both IGF-I and IGF-II at sub-maximal concentrations significantly stimulated PC-growth to 220% and 170% of baseline, respectively. PSA alone had a small (140% of baseline) stimulatory effect on PC-growth and had no significant additivity with IGF-I (230%), IGF-II (185%), or IGFBP-3 (130%). (Smith et al. 1990 ) and FSH for granulosa cells (Adashi et al. 1991 PSA-generated IGFBP-3 fragments for IGF-I agrees with data by others who have suggested that pregnancy protease-generated IGFBP-3 fragments (Liu et al. 1992) and truncated IGFBP-3 (Schmid et (Cohen et al. 1991b ). In vivo, the prostate is also the unique site of production of the IGFBP-3 protease PSA (Geller 1990) . However, the prostatic epithelial cell culture we employ, while express¬ ing immuno-detectable PSA, produces this enzyme in amounts that are insufficient for IGFBP-3 proteolysis (approximately 0-1 ng/ml).
PSA belongs to the kallikrein family of serine proteases (Schachter 1980) and is produced exclusively by the prostate epithelium. PSA is secreted into seminal fluid in high concentrations (1-0-1-5 mg/ml) (Watt et al. 1986 ), where it cleaves glycoproteins from the seminal vesicles, aiding in semen hquification (Lilja 1985 (Stamey et al. 1987) .
It is also possible that PSA participates in normal prostate growth and development. Since PSA secretion is androgen-dependent (Geller 1990) 
